U.S. Patent Application Serial No. 09/126.096 
Attorney Docket No. 002010-137 

Page 3 



V is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted 
aryl, heteroaryl, and substituted heteroaryl; 

R 5 isselected from the group consisting of isopropyl, -CH 2 X and = CH-X where X is 
selected fromNhe group consisting of hydrogen, hydroxyl, acylamino, alkyl, alkoxy, 
aryloxy, aryl, aryloxy aryl, carboxyl, carboxylalkyl, carboxyl-substituted alkyl, carboxyl- 
cycloalkyl, carboAl-substituted cycloalkyl, carboxylaryl, carboxyl-substituted aryl, 
carboxylheteroaryl, carboxyl-substituted heteroaryl, carboxylheterocyclic, carboxyl- 
substituted heterocyclic^ cycloalkyl, substituted alkyl, substituted alkoxy, substituted aryl, 
substituted aryloxy, substituted aryloxy aryl, substituted cycloalkyl, heteroaryl, substituted 
heteroaryl, heterocyclic and\ubstituted heterocyclic with the proviso that when R 5 is =CH- 
X then (H) is removed from this formula and X is not hydroxyl; 

Q is -C(X)NR 7 - wherein R\is selected from the group consisting of hydrogen and 
alkyl; and X is selected from the group consisting of oxygen and sulfur; 

or pharmaceutically acceptable salts thereof. 

2. (Amended) A compound of formula I A below: 

R 3 \ O 

R 1 -S0 2 -N(R 2 )-C-Q-CH-6:-R 6 IA 




where \ 

R 1 is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted 
aryl, cycloalkyl, substituted cycloalkyl, heterocyclic, substitateckheterocylic, heteroaryl and 
substituted heteroaryl; \ 

R 2 and R 3 together with the nitrogen atom bound to R 2 and theScarbon atom bound to 
R 3 form a heterocyclic or a substituted heterocyclic group; \ 

R 4 is selected from the group consisting of alkyl, substituted alkyl /aryl, substituted 
aryl, heteroaryl, and substituted heteroaryl; \ 
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R 5 is selected from the group consisting of isopropyl, -CH 2 X and =CH-X where X is 
selected from the group consisting of hydrogen, hydroxyl, acylamino, alkyl, alkoxy, 
0-3 aryloxy, asyl, aryloxyaryl, carboxyl, carboxylalkyl, carboxyl-substituted alkyl, carboxyl- 
^ cycloalkyl, caKboxyl-substituted cycloalkyl, carboxylaryl, carboxyl-substituted aryl, 
carboxylheteroaryi, carboxyl-substituted heteroaryl, carboxy Heterocyclic, carboxyl- 
substituted heterocyclic, cycloalkyl, substituted alkyl, substituted alkoxy, substituted aryl, 
substituted aryloxy, substituted aryloxyaryl, substituted cycloalkyl, heteroaryl, substituted 
heteroaryl, heterocyclic an&^substituted heterocyclic with the proviso that when R 5 is =CH- 
X then (H) is removed from me formula and X is not hydroxyl; 

R 6 is selected from the grouo consisting of amino, alkoxy, substituted alkoxy, 
cycloalkoxy, substituted cycloalkoxy\-0-(N-succinimidyl), -NH-adamantyl, -O-cholest-5- 
en-3-p-yl, -NHOY where Y is hydrogen^alkyl, substituted alkyl, aryl, or substituted aryl, - 
NH(CH 2 ) p COOY where p is an integer of from 1 to 8 and Y is as defined above, 
OCH 2 NR 9 R 10 where R 9 is selected from the group consisting of -C(0)-aryl and -C(O)- 
substituted aryl and R 10 is selected from the group\onsisting of hydrogen and -CH 2 COOR u 
where R 11 is alkyl, and -NHS0 2 Z where Z is alkyl, substituted alkyl, cycloalkyl, substituted 
cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic or 
substituted heterocyclic; 

Q is -C(X)NR 7 - wherein R 7 is selected from the group cohsisting of hydrogen and 
alkyl; and X is selected from the group consisting of oxygen and sulfur; 
or pharmaceutically acceptable salts thereof 
with the proviso that 

when R 1 is /?-methylphenyl, R 2 and R 3 are joined together with the nitrogen atom 
pendent to R 2 and the carbon atom pendent to R 3 to form a pyrrolidinyl ring, R^is methyl, 
R 5 is /?-hydroxybenzyl then R 6 is not r-butoxy . 

Cancel Claims 5-6 without prejudice. 
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7. (Amended) The compound according to Claims 1 or 2 wherein R 2 and R 3 together 
with the nitrogen atom bound to R 2 substituent and the carbon bound to the R 3 substituent 
form a substituted heterocyclic ring. 



Cancel Claims 8-9, 11 and 14 without prejudice. 



16. ( Amended) A pharmaceutical composition comprising a pharmaceutical^ 
acceptable carrier and a therapeutically effective amount of a compound of the formula: 



R 3 O 

J 

R'-SO^NCR^-C-Q-CH-C-R 6 



where 

R 1 is selected from the group consisXng of alkyl, substituted alkyl, aryl, substituted 
aryl, cycloalkyl, substituted cycloalkyl, heterocyclic, substituted heterocylic, heteroaryl and 
substituted heteroaryl; 

R 2 and R 3 together with the nitrogen atom bound to R 2 and the carbon atom bound to 
R 3 form a heterocyclic or a substituted heterocyclic grqup; 

R 4 is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted 
aryl, heteroaryl, and substituted heteroaryl; \ 

R 5 is selected from the group consisting of isopropyl, -CH 2 X and =CH-X where X is 
selected from the group consisting of hydrogen, hydroxy 1, acylam^io, alkyl, alkoxy, 
aryloxy, aryl, aryloxyaryl, carboxyl, carboxylalkyl, carboxyl-substituted alkyl, carboxyl- 
cycloalkyl, carboxyl-substituted cycloalkyl, carboxylaryl, carboxyl-substituted aryl, 
carboxylheteroaryl, carboxyl-substituted heteroaryl, carboxylheterocyclic\carboxyl- 
substituted heterocyclic, cycloalkyl, substituted alkyl, substituted alkoxy, substituted aryl, 
substituted aryloxy, substituted aryloxyaryl, substituted cycloalkyl, heteroaryl, Substituted 
heteroaryl, heterocyclic and substituted heterocyclic with the proviso that when R\is 
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=^&JH-X then (H) is removed from the formula and X is not hydroxyl; 

^is selected from the group consisting of 2,4-dioxo-tetrahydrofuran-3-yl (3,4-enol), 
hydroxyl , amino, alkoxy, substituted alkoxy, cycloalkoxy, substituted cycloalkoxy, -0-(N- 
succinimidyl)^NH-adamantyl, -O-cholest-S-en-3-P-yl, -NHOY where Y is hydrogen, alkyl, 
substituted alkyl, ai^, or substituted aryl, -NH(CH 2 ) p COOY where p is an integer of from 1 

OCH 2 NR 9 R 10 where R 9 is selected from the group 
consisting of -C(0)-aryl and\C(0)-substituted aryl and R 10 is selected from the group 
consisting of hydrogen and -CHySDOR 11 where R n is alkyl, and -NHS0 2 Z where Z is 
alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, heterocyclic or sub&iuited heterocyclic; 

Q is -C(X)NR 7 - wherein R 7 is selected frbrn the group consisting of hydrogen and 
alkyl; and X is selected from the group consisting oi^qxygen and sulfur; 
or pharmaceutically acceptable salts thereof 
with the proviso that 

when R 1 is /;-methylphenyl, R 2 and R 3 are joined together the nitrogen atom 
pendent to R 2 and the carbon atom pendent to R 3 to form a pyrrolidinyPring, R 4 is methyl, 
R 5 is /?-hydroxybenzyl then R 6 ' is not r-butoxy. — 



18. (Amended) The metnocf^ccording to Claim 17 wherein said inflammatory 

disease is selected from the group consisting of asthma, Alzheimer's disease, 
atherosclerosis, AIDS dementia, diabetes, inframmatory bowel disease, multiple sclerosis, 
rheumatoid arthritis, tissue transplantation, tamor rhmstasis, meningitis, encephalitis, 
cerebral traumas, nephritis, retinitis, atopic dermatitis, psoriasis, myocardial ischemia and 
acute leukocyte-mediated lung injury such as that which occurSsjn adult respiratory distress 
syndrome. 



19. (New) The method according to Claim wherein said diabetes is acute juvenile 
onset diabetes. 
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20. (New) The method according to ClaimH§ wherein said inflammatory bowel 
disease is ulcerative colitis or Crohn's disease. 



21. (New) The method according to Claim 18 wherein said cerebral trauma is 



stroke. 



22. (New) A compound selected from the group consisting of: 



A^(toluene-4-sulfonyD-L-a-methylprolyl-L-phenylalanine; 

AHtoluene-4-sulfonyl)-D%a-meto^ methyl 
ester; 

A^-(toluene-4-sulfonyl)-L-a-m^ylprolyl-L-4-(isonicotinamido)phenylalanine; 

AKtoluene-4-sulfonyl)-a-methyl^^ 
ethyl ester; 

AHtoluene-4-sulfonyl)-a-methylpro^ 

AHtoluene-4-sulfonyl)-a-methylprolyl^ 
alanine tert-butyl ester; 

AHtoluene-4-sulfonyl)-a-methylprolyl^ 
f erf-butyl ester; 

AHtoluene-4-sulfonyl)-a-methylpro 
alanine; 

A^-(toluene-4-sulfonyl)-a-methylprolyl-L-tyrosine tert-butyl es\er; 
AHtoluene-4-sulfonyl)-a-methylprolyl^ 

A^-(toluene-4-sulfonyl)-a-methylprolyl-L-4-(morpholin-4-ylcarbonylo\y)phen^ 
alanine tert-butyl ester; 

AHtoluene-4-sulfonyl)-a-methylprolyl-L-4-(^ 
alanine; 
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^^luene-4-sulfonyl)-a-methylprolyl-D-tyrosine tert-butyl ester; 

*J A^-(toliWe-4-sulfonyl)-a-methylprolyl-L-4-(morpholin-4-ylcarb 
alanine l-(trimethyacetoxy)methyl ester; 



AKtoluene-4-s^fonyl)-a-methylpro^ 

methylck^amyloxy]phenylalanine terr-butyl ester; 

W-(toluene-4-sulfonylW-methylpro 

methylcarbamyWy] phenylalanine ; 

AH4-fluorobenzenesulfonyl)\methylpro^^ 
alanine tert-butyl ester;^ 

N-(4-fluorobenzenesulfonyl)-a-meth^rolyl-L-4-(MA^dimethylca 
alanine 

or pharmaceutically acceptable salts thereof as well as any of the ester compounds 
recited above wherein one ester group is replaced witlr^nother ester group selected from the 
group consisting of methyl ester, ethyl ester, n-propyl esteh^isopropyl ester, n-butyl ester, 
isobutyl ester, sec-butyl ester and rm-butyl ester. 



REMARKS 

Claim Status 

Applicants respectfully request that the instant application be reconsidered in view of 
the above amendments and the following remarks. Claims 1-18 were pending in the 
application. Of these claims, the Examiner withdrew from consideration claims 5, 8, 9 and 
11. Applicants request the cancellation of claims 5-6, 8-9, 11 and 14 and reserve the right 
to file applications directed to the canceled subject matter at a later date. Applicants further 
request the addition of claims 19-22. Upon entry of this Amendment, claims 1-4, 7, 12, 13, 
and 15-22 will be pending in the instant application. 



Election/Restriction 

Applicants respectfully acknowledge the Examiner's amendment of Group III to 
contain claims 1-4, 6-7, 10 and 12-18. 



